Two main intracisternal-A-particle-specific RNA species (29 to 30S and 35 to 36S) are variably expressed in particle-producing and particle-nonproducing murine teratocarcinoma cell lines. An analysis of DNA methylation patterns after hybridization with an intracisternal-A-particle-specific probe showed an apparent direct correlation between DNA methylation and RNA expression. However, when the methylation assay was performed on the excised intracisternal A particle genes in one of the particle-rich cell lines (PCC6), some undermethylated sequences were detectable. These results are consistent with the concept that only few of the genes are transcriptionally active.
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Intracisternal A particles (IAPs) are retrovirus-like structures present in early mouse embryos and in a variety of mouse tumor cells (2, 3, 5, 20) and are sometimes seen in other animals (8, 17) . The particles, which bud at the endoplasmic reticulum, remain localized within the cisternae. They have been exhaustively studied, both biochemically and structurally. They contain a major protein of 73,000 daltons (15), an associated reverse transcriptase activity (19), and several polyadenylated RNA species of sizes ranging from 29 to 35S (15). Homologous DNA sequences endogenous to Mus musculus are highly reiterated in the genomes of somatic and germ cells of this species (12).
In preimplantation embryos, IAPs appear at the two-cell stage and disappear as differentiation proceeds. This programmed expression has suggested a possible linkage of the IAPs with embryonic development and differentiation (2, 3, 5) .
IAPs resemble type C viruses by several criteria, although they do not share with them any genetic homology (13) and have never been shown to be infectious (10, 11 For the sake of clarification, the data discussed above are summarized in Table 2 .
The results with some of the cell lines that suggest a direct correlation between the extent of DNA methylation and transcriptional activity contrast with numerous reports showing that highly methylated endogenous viral genes are silent (6) . Also, in another cellular system, the Ki-BALB cell line, we have found that treatment with the powerful demethylating agent 5-azacytidine induces an enhancement in IAP production (Lasneret et al., submitted for publication). These discrepancies could be explained by the existence of different types of IAP-specific sequences, some being activated by demethylation and others being under a different control mechanism. In fact, different IAP genes have recently been described (16). The authors showed that only 2% of the total IAP sequences code for the genomic RNA. Thus, if only a small number of the genes are active, demethylated sites may be undetectable in our assay.
To look at the methylation status within or near specific sequences, we cleaved the hypermethylated DNA of particle-rich PCC6 cells with HindIII or HindIII and EcoRI, which are known to yield major fragments of the IAP genes (14). Further digestion with MspI and HpaII resulted in the patterns shown in Fig. 3 . In the DNA digested with HindIII alone (Fig. 3A, lane  1) , in addition to high-molecular-weight dispersed material, two major fragments of 6 and 4.1 kilobases (kb) are visible. After HpaII digestion (Fig. 3A, lane 3) , the high-molecular-weight region and the 6-kb fragments were reduced, whereas the 4.1-kb fragment disappeared and a 3.2-kb fragment appeared, showing a heterogeneity in the degree of methylation of these sequences. In the DNA restricted with the combination of enzymes HindIII and EcoRI (Fig.  3B, lane 1) , all high-molecular-weight material was cut, and several fragments, the main ones being between 1.9 and 5.5 kb, were detected, in agreement with previous reports (14) . Further digestion of these fragments with MspI and 
